deposited in the neurohypophysis, and then passed into the cerebrospinal fluid and the blood stream to be excreted into urine (Shibusawa et al., 1959c (Shibusawa et al., 1959c According to the method used by Harris(1950) and Nishi(1959) , the electrodes were introduced into the brain, a current of 2mA being passed for 5secs. The site of the lesion was examined histologically.
3. Preparation of TRF. Crude extract was prepared according to Shibusawa et al.(1959a) . The separation of TRF from this crude extract by column chromatography will be described elsewhere.
4. Unit of TRF. The amount of TSH released into systemic circulation by the administration of TRF was determined according to Crooke & Mathews(1953) and expressed in term of J. S. U.
RESULTS

When
the effects of stressors disappear one week after the lesion, crude TRF was extracted from the anterior hypothalamus, neurohypophysis, cerebrospinal determination was repeated at the end of 4 postoperative weeks. The results are shown in Table 1 . The sites of lesion were found in the rostral and median parts of the median eminence near the base, extending between the supraoptic nuclei and the anterior hypothalamic areas and the paraventricular nuclei.
After the experiment, the site of lesion was examined histologically, and such cases where the site was inaccurate or the lesion extended to the other hypothalamic nuclei or areas were omitted. As shown in Table 1 , TRF disappeared completely at the end of one week after the lesions. After 4 weeks, however, TRF was found again in the neuro-hypophysis, blood, spinal fluid and urine in all the dogs, suggesting the compensatory mechanism of the remaining tissue of the hypothalamic center, but its concentration was about 1/10 of the control.
Lesions in the anterior hypothalamus thus caused a striking decrease in the concentration and a definite change in the distribution of TRF in the body, resulting in an almost complete disappearance; the restoration being extremely slow. (Harris, 1948) . Cahane and Cahane(1938) , producing lesions in various parts of the infundibular area, reported that the lesion between the optic chiasma and stalk causes the inhibition of TSH secretion.
Greer(1952), Bogdanove and Halmi (1953) demonstrated that when injury was placed between the ventromedian hypothalamic and the suprachiasmatic nuclei, no goiter was induced with thiouracil, although T/S I131 concentration ratio increased similarly to the normal animal. From this finding they inferred that there should be two factors of TSH, metabolic and growth, only the growth factor being subjected to the hypothalamic control.
As reported previously, TRF is produced in the anterior hypothalamus and excreted in the urine (Shibusawa et al., 1956a (Shibusawa et al., , 1959a . In the hypophysectomized animals injected with TRF the T/S I131 ratio and the thyroid weight exhibited different responses which lead to the conclusion that the hypothalamic factor TRF possessed in itself both metabolic and growth activities.The urinary excretion and distribution in the body of TRF, under various functional states of the thyroid were reported previously, suggesting a feed-back mechanism in which the rate of TSH secretion is controlled by the plasma level of circulating thyroidal hormones (Shibusawa et al., 1959b, c) . TRF,which has been found in the anterior hypothalamus and urine, may also be demonstrated in the neurohypophysis, cerebrospinal fluid and blood. When a lesion was placed in the anterior hypothalamus in the dog, TRF completely disappeared from the neurohypophysis and blood as well as from the anterior hypothalamus, and its restoration was extremely slow and reached to only about 1/10 of the normal concentration at the end of 4 weeks after injury. From these facts, it seems almost certain that TRF is produced in the anterior hypothalamus. 
